omidepsin is a histone deacetylase inhibitor approved by the US Food and Drug Administration for the treatment of relapsed/refractory cutaneous T-cell lymphoma (CTCL) based on results of 2 large phase 2 clinical trials.
R
omidepsin is a histone deacetylase inhibitor approved by the US Food and Drug Administration for the treatment of relapsed/refractory cutaneous T-cell lymphoma (CTCL) based on results of 2 large phase 2 clinical trials. 1, 2 The standard romidepsin schedule for CTCL includes infusions on days 1, 8, and 15 of a 28-day cycle, but to our knowledge, treatment beyond 6 cycles has not been investigated and the long-term use of romidepsin using a dosesparing regimen has not yet been reported. 3, 4 The objective of this study was to describe our real-world experience with the long-term use of a dose-sparing romidepsin regimen for the treatment of CTCL.
Methods
This retrospective review project was approved by the Northwestern University institutional review board, which granted a waiver of consent because of the retrospective nature of the study (NCT02296398). Medical records of patients with CTCL who received at least 1 dose of romidepsin and were seen in our center were reviewed for the following: demographic features, histologic diagnosis, stage at diagnosis, and at romidepsin initiation, prior treatments received, romidepsin duration of treatment (DOT), dosing schedule, time to response IMPORTANCE Romidepsin is a histone deacetylase inhibitor approved for the treatment of cutaneous T-cell lymphoma (CTCL). Durable responses have been published without establishing a standard recommendation about duration of treatment.
OBJECTIVE To review the long-term use of romidepsin in responders who received a dose-sparing regimen.
DESIGN, SETTING, AND PARTICIPANTS
Retrospective review of medical records of patients with a diagnosis of CTCL, including mycosis fungoides (MF), Sézary syndrome (SS), or CTCL not otherwise specified seen at a multidisciplinary clinic at Northwestern University from 2009 until December 2014.
EXPOSURES Doses administered and different regimens of romidepsin were reviewed.
MAIN OUTCOMES AND MEASURES Duration of treatment, participants receiving dose-sparing regimen.
RESULTS
Of 47 patients identified, 23 had MF, 15 had SS, and 9 had other types of CTCL. None of these 9 (mostly cytotoxic lymphomas) achieved a durable response. Of the remaining 38 patients, 17 were considered long-term responders (>6 months of treatment). Nine of these patients received a dose-sparing regimen. The median (range) duration of treatment was 15 (7-34) months; the frequency of patients with SS (10 of 15) in the long-term group was significantly higher than that of patients with MF (7 of 23; P = .046). Adverse events were reported in 29 (69%) of 42 patients for whom data were available. There was no significant difference in the incidence of AEs between the short-term and long-term groups (12 of 21 vs 12 of 17; P = .50).
CONCLUSIONS AND RELEVANCE Decreasing the frequency of infusions in patients with MF or SS who achieve a response with romidepsin therapy may provide a practical strategy to prolong response.
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Cytopenias were graded in accordance with National Comprehensive Cancer Network guidelines. Frequencies between groups were assessed with the Fisher exact test, whereas the nonparametric Mann-Whitney U test was performed for continuous variables. The study population was divided into 3 groups based on diagnosis: (1) mycosis fungoides (MF), (2) Sézary syndrome (SS), and (3) other rare CTCL subtypes; and romidepsin DOT into 2 groups: (1) short-term cohort (treated ≤6 months) and (2) longterm cohort (treated >6 months). Romidepsin was initially administered using the standard dose (14 mg/m 2 ) and aforementioned regimen. Once a response (either partial or complete) was achieved, the dosing schedule was gradually reduced, at the discretion of the physician, to once every other week and eventually monthly. Those patients receiving dose reductions or omissions solely for AEs were not included in the analysis of the dose-sparing regimen.
Results
Forty-seven patients with advanced CTCL received romidepsin from June 1, 2010, until May 31, 2015. Demographic and clinical data are presented in Table 1 . The CTCL subtype distribution was 23 with MF, 15 with SS, and 9 with the following other CTCL subtypes: 1 CD30-positive anaplastic large-cell lymphoma, 1 primary cutaneous γδ T-cell lymphoma, 1 primary cutaneous aggressive epidermotropic CD8-positive T-cell lymphoma, 1 subcutaneous panniculitis-like T-cell lymphoma, 1 natural killer cell/T-cell lymphoma, and 4 CTCL not otherwise specified. Treatment regimens administered prior to romidepsin included methotrexate (n = 19), interferon (n = 19), bexarotene (n = 19), psoralen-UV-A light therapy (n = 19), narrow-band UV-B (n = 19), gemcitabine (n = 15), systemic steroids (n = 11), extracorporeal photophoresis (n = 11), radiation therapy (n = 7), polychemotherapy (n = 7), alemtuzumab (n = 6), acitretin (n = 5), and allogenic hematopoietic stem cell transplantation (n = 4).
Adverse events were reported in 29 (69%) of the 42 patients for whom data were available. Malaise and fatigue (n = 17) ranged from mild to severe and caused treatment discontinuation in 6 patients. Nausea and dysgeusia were noted in 14 and 5 patients, respectively. Seven patients experienced electrolyte abnormalities and 15 developed cytopenias, including grade 1/2 anemia (n = 11), grade 1 thrombocytopenia (n = 5), grade 2/3 thrombocytopenia (n = 2), and unknown grade in other cytopenia (n = 4). Dose reductions or omissions were needed in 4 patients with thrombocytopenia. Two of 25 experienced asymptomatic drug-related QT interval prolongation (eTable 1 in the Supplement). 
Key Points
Question What are the potential benefits of long-term use of romidepsin in a dose-sparing regimen in patients with cutaneous T-cell lymphoma (CTCL)?
Findings In this case series of 47 patients with CTCL, 23 (49%) achieved response with romidepsin. Nine patients who reached more than 6 months of treatment received a dose-sparing regimen as maintenance treatment.
Meaning This reduced-dosing approach may be a practical strategy to prolong response. Responses were noted primarily in patients with MF or SS ( Table 2 ). The non-MF/SS patients experienced progressive disease (7 of 9) or withdrew due to toxic effects (2 of 9); therefore, none were included in the dose-sparing component of the analysis.
The median (range) DOT among the patients with MF or SS (n = 38) was 5 (1-32) months. The ORR was 61% (n = 23) and included 7 complete remissions (18%) and 16 partial remissions (PRs) (42%). The median (range) TTR and duration of response were 2 (1-10) and 13 (1-31) months, respectively. The median (range) TTF was 4 (1-30) months among the 20 patients whose treatment was discontinued or abandoned. Median (range) disease-free survival for the MF and SS patients was 12.6 (3-28) months, and PFS was 4 (1-30) months. Seventeen of the 25 patients who responded received treatment for more than 6 months. The clinical course of the remaining 8 patients evolved as follows: 2 patients experienced disease progression after more than 4 months; 2 discontinued treatment as a result of toxic effects (fatigue); 2 were still receiving romidepsin by the end of the study; and the other 2 patients had PRs but were lost to follow-up.
Seventeen of the 38 (45%; 7 MF, 10 SS) patients received romidepsin for more than 6 months, making up the longterm cohort (Figure and eTable 2 in the Supplement). The median (range) duration of treatment exposure was 15 (7-34) months. The frequency of patients with SS (10 of 15) in the long-term group was significantly higher than that of patients with MF (7 of 23; P = .046). Once long-term treatment was achieved, statistically significant differences were not found for ORR (2.6 [95% CI, 0.67-10.0]; P = .19), TTR (1.8 [IQR, 0.94-334]; P = .41), and AEs (71% in patients with MF vs 70% in patients with SS; P = .95). There was no significant difference in the incidence of AEs between the shortterm and long-term groups (12 of 21 vs 12 of 17; P = .50). Nine (53%) of the 17 patients received a dose-sparing regimen, 6 of whom were switched from the standard regimen to dosing every other week (eventually 3 were changed to monthly dosing). Three of the 9 patients were switched directly to monthly dosing, 1 of whom was subsequently switched from monthly to every-6-weeks dosing. The median (range) time to first reduction of dosing frequency was 7.4 (3-15) months, whereas the median (range) time to first response was 2.7 (1-4) months. Median (range) DOT was 21 (12-34) months. Three patients achieved complete remissions, and 6 achieved PR. Adverse events experienced by these 9 patients are specified in eTable 1 in the Supplement. 
